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AMENDMENTS TO THE CLATMSj. 

This listing of claims wiU replace all priot versions and listmgs of claims 
in the application: 

Listing of ClalmB: 

1. (currently aniende<0 A monomeric mono<yclic peptide which 
interferes with a biological activity of at least one factor selected from the group 
conslstiiig of VEGP. VEGP-C. and VEGF-D mediated by at least one receptor 
selected from the group consisting of VEQF receptor-2 and VEGP receptor-S, 
wherein the monomeric monocydio peptide comprises a cvdUn ftnrf> conaiBrinp f. 
aare seguepce and a first linhiny PTOUP at ona a nd of tba f-nre aftg iiPn^ft, ^^^^ ^ 
second linkiTig group at the otbflr end of tha nore gamiftTine. wherein tht^ 

<1) ft core sequence which consists of 

(a) a receptor-binding loop X, 2 or 3 of VEQP-D, selerted ft-nm th^ 
ggoup consisting of 3EQ ID NO;?; flF. Q ID NQrlO. SEP TTl NTn-H: SEQ m 
NO:12; SEP ID NOMA «r>H TT> TsfQ;-,^, 

(b) a oorrooponding loop fragment oonsiatiBg of a seq uAnrj^ 
fifllected from the group consiflting fl E Q ID NQtS: SEP ID Nn fi; SEP ID Krn>7.- 
PEQ ID NQ.IO; ID NO;U; 8BQ ID IS r O :12: SEQ m KTO nfl and flTCQ Tn 
^Q=^4 with one or more conservative amino acid substitutions, or 
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(c) a co3»oopondiiig loop fragment conaurtin,. « 
agktrtQd from thfi group ronpistiag of flyiO m Vf> K. p ^Q m xrn q; R EO ID NO:7; 
gBQ IP NQrlO; PTO tn NO ll: SEQ m Mn.iO; S EQ m Mn.i3 «nd SFQ m 
iiQjJ with one or two amino add residues deleted or inserted, 

^ " fi^'frt- l i Tiliing group at on n ond of the ooro ooquono o , tmd 

'X'ocoP'i linl ri pg group at tho other ond of the ooro ocquonco. 

wherein the first and second linking groups ai^e connected to form a 
constraint that cyclizes the peptide such that receptor-binding bops 1. 2 or 3 or 
the corresponding loop fragment mimice a native conformation in the 
corresponding region of VEGP, VEGP-C or VEGF-D. 

V 

2. (Previously Ptesented) The monomeric monocydio peptide 
according to claim 1, which interferes with a biological activity of VEGF-C or 
VBGF-D mediated by VEQF receptoi^2, 

3. (Previoualy Presented) The monomeric monocyclic peptide 
according to claim 1, which interferes with a biological activity of VEGF-C or 
VEGF-D mediated by VEGP receptor-S. 

4. (withdrawn) A dimeric bicycUc peptide comprising two monomeric 
monocyclic peptides according to claim 1, linked together. 

5-11. (cancelled) 
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12. (Previously Presented) A monomerlc, monocyclic peptide 
produced by a method cx>mpriGing* 

obtaitiing a receptor-bindiog loop 1, 2 and 3 of VEGF-D, 

modifying the loop with one or more conservative amino acid 
substitutions to produce a modified loop; 

measuring beta-beta carbon separation distances on opposing 
antiparallel strands of the modified loop; 

selecting a modified loop with a beta-beta carbon location witOi a 
separation distance of less than 6 angstroms; 

providing a linking group in each opposing antiparallel strand at 
the selected beta-beta carbon location, and 

cyclizing the peptide by linking the linking groups to form a 
constraint that cyclizes the peptide such that receptor-binding loops 1, 2 or 3 or 
the corresponding loop fragment mimics a respective native conformation, 
wherein a monomeric, monocyclic peptide, which interferes with a biological 
activity of at least one factor selected from the group consisting of VEGP, VEQP- 
C, and VEGF-D mediated by at least one receptor selected from the group 
consisting of VEGF receptor-2 and VEGF receptor-8. 

13, (cancelled) 



Page 4 



PA(£4/19'RCVDAT6/13120054:38:42PM [Eastern Daylight Timel'SW^^^ 



JUN. 13.2005 4:41PM CROWELL & MORING LLP NO. 687 P. 5 

Application No, 09/761,636 a** n * vt ^ 

Eeply to Office Addon October 14, 2004 No.:48505US 

14. (withdrawn) A dimeric bicycUc peptide comprising two monomeric 
monocyclic peptides according to claim 12, linked together, 

IB. (withdrawn) A dimexic bicydic peptide according to claim 14. 
wherein the two monomeric monocyclic peptides are identical. 

16. (withdrawn) A dimeric bicycUc peptide according to claim 14, 
wherein the two monomeric monocyclic peptides are different. 

17. (withdrawn) A dimeric bicyclic peptide according to claim 14, which 
interferes with a biological activity of at least one factor selected from the group 
consisting of VEQP. VEGF-C, and VEGP-D mediated by at least one receptor 
selected from the group consisting of VBQF receptor-2 and VEGF receptor-8. 

18. (Previously Presented) The cyclic peptide according to claim 12, 
wherein the method further comprises deleting at least one amino add residue 
from said loop fragment prior to cycUaing the peptide, wherein the cyclic peptide 
interferes with a biological activity of at least one factor selected from the group 
consisting o£ VEQP, VEGP-C, and VEGP-D mediated by at least one receptor 
selected from the group consisting of VEGF recsptor-2 and VEGF receptor-3. 

19*22. (cancelled) 

23. (Previously Presented) A composition of matter comprising a 
monomeric monocyclic peptide according to claim 1, and at least one 
pharmaceutical carrier or adjuvant. 
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24. (original) A composition of matter comprising a monomsric 
monocycKc peptide according to daim 12, and at least one pharmaceutical carrier 
or adjuvant. 

25. (withdrawn) A composition of matter compriaing a dimeric, blc3rclic 
peptide according to claim 14, and at least one pharmaceutical carrier or 
atfiuvant. 

26. (original) A composition of matter comprising a cyclic peptide 
according to claim 18, and at least one pharmaceutical carrier or adjuvant. 

27-48. (cancelled) 

49. (Currently Amended) A cyclic peptide comprising a peptide 
sequence selected from the group consisting of fi EQ ID N0:6; SEQ ID NQ>6fr SEQ 
ID N0:7; SEQ ID NO:10; SEQ ID N0:11; SEQ ID NO:12; SEQ ID N0:13 and 
SEQIDN0:14, 

50. (Previously Presented) The cyclic peptide according to claim 49, 
wherein said peptide is a monomeric monocyclic peptide, 

51. (Previously Presented) The cyclic peptide according to claim 50, 
wherein said peptide interferes with a biological activity mediated by at least one 
receptor selected from the group consisting of VEGF receptor-2 and VEGF 
receptor-3. 



Pages 
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52. (Currently Amended) The cyclic peptide according to claim 1 40, 
o o mprioing consisting nf SEQ ID NO:5, 

63. (Currently Amended) The cyclic peptide according to claim 1 40, 
oomnriQing cnnsistinfy H) NO:6. 

54. (Previously Presented) The pyoUc peptide according to claim 49, 
comprising SEQ ID NO: 7. 

55. (Previously Presented) The cyclic peptide according to claim 49, 
comprising SEQ ID NO:13. 

56. (withdrawn) A pyclic peptide according to deim 49> wherein said 
peptide is a dimeric bicydic peptide comprising two monocyclic peptides linked 
together. 

57. (withdrawn) A cyclic peptide according to claim 56, wherein said 
two monocyclic peptides are identical. 

58. (withdrawn) A cyclic peptide according to claim 66, wherein said 
two monocyclic peptides are different. 

59. (withdrawn) A cyclic peptide according to claim 56 comprising SEQ 
m N0;8 or SEQ ID NO:9. 

60. (withdrawn) A cyclic peptide according to claim 59, wherein said 
peptide is a homodimer comprising two monocyclic peptides of SEQ ID NO: 8 
linked together. 
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61. (withdrawn) A cyclic peptide according to claim 69, wherein said 
peptide is a homodimer comprising two monocyclic peptides of SEQ ID N0;9 
linked together. 

62. (withdrawn) A cyclic peptide according to claim 59, wherein said 
peptide i& a heterodimer comprising a monocyclic peptide of SEQ ID NO;8 linked 
to monocyclic peptide of SEQ ID NO:9, 

63. (Previously Presented) The cyclic peptide according to claim 12, 
which interferes with the activity of VEQF-D and/or VEGP-C, but not VEGP, 
mediated by VEGP receptor-2. 

64-71. (cancelled) 

72. (previously presented) The monomeric monocyclic peptide of 
claim 1, wherein the constraint maintains a beta-beta carbon separation distance 
between opposing anti-parallel strands of the loop or loop fragment at less than 6 
angstrom. 

73. (previously presented) The monomeric monocyclic peptide of 
claim 1, wherein the first or second Unking group comprises 1 to 20 carbon 
atoms, or 1 to 10 heteroatoms, which may be straight chain or branched which 
contain one or more saturated, unsaturated or aromatic ring. 

74. (previously presented) The monomeric monocyclic peptide of 
claim 73, wherein the hetero atom is selected from the group consisting of N, O, 
S. and P. 
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75. (previously pyesentcd) The monomeric monocyxiUc peptide of 
daim 1. wherein the constraint la an amide, ester, dimilfide, thioether, ether, 
phosphate, or amine group. 

76. (previously presented) The monomeric monocycUc peptide of 
daim 75, wherein the constraint is formed between an N-termlnal amine and a 
C-terminal carboxyl of the peptide- 

77. (jpreviously presented) The monomeric monocycUc peptide of 
daim 76, wherein the constraint is formed directly via an amide bond between 
an N-terminal nitrogen and a C-terminal carbonyL 

78. (previously presented) The monomeric monocyclic peptide of 
claim 76, wherein the constraint is formed indirectly via a spacer group. 

79. (previously presented) The monomeric monocycUc peptide of 
claim 78, wherein the spacer group is 4-amino carboxyUc acid. 

80. previously presented) The monomeric monocyclic peptide of 
daim 75, wherein the constraint is a covalent bond between side chains of two 
a m i n o add residues of the peptide. 

81. (previously presented) The monomeric monocydic peptide of 
daim 1, wherein the constraint is an amide bond between a lysine residue and 
an aspartic add or glutamic add residue, a disulfide bond between two cyeteiae 
residues, or a thioether bond between a cysteine residue and a 4-halogenated 
amino acid residue. 
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82. (previously presented) The monomerio monotsydic peptide of 
claim 81, wherein the constraint is a disulfide bond formed between two cyBtein 
residues. 

83. (previously presented) The monomerlc monocyclic peptide of 
claim 80, wherein residues contributing the side chains may be derived from the 
loop sequence itself; or may be Incorporated into or added on to the loop 
sequence. 

84. (previously presented) The monomeric monocyclic peptide of 
claim 76, whferein the constraint is an amide bond between a side chain of an 
amino add and the C-terminal carboxyl or N-terminal amine. 

85. (previously presented) The monomeric monocyclic peptide of 
claim 84, wherein residue contributing Uie side chain may be derived from the 
loop sequence itself, or may be incorporated into or added on to the loop 
sequence. 

86. (previously presented) The monomeric monocyclic peptide of 
Claim 1, wherein the core sequence consists of 4 to 11 amino acid residues. 

87. (previously presented) The monomeric monocyclic peptide of 
Claim 86, wherein the core sequence consists of 6 to 11 amino acid residues. 

88. (previously presented) A monomeric, monocyclic peptide 
according to Claim 12, wherein the linking group is a cysteine residue, and the 
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peptide is cyclized by oxidizmg the cysteine residues to form a disulfide bridge 
between strands* 

89. (withdrawn) A dimeric bicycUc peptide comprifiing two monomeric 
monocyclic peptide according to Claim 1. 

90. (withdrawn) The dimeric bicydic peptide of claim 89, wherein the 
constraint maintains a beta-beta carbon separation distance between opposing 
anti-parallel strands of the loop or loop fragment at less flian 6 angstrom. 

91. (withdrawn) The dimeric blcycUc peptide of claim 89, wherein the 
first or second linki ng group comprises 1 to 20 carbon atoms, or 1 to 10 
heteroatoms, which may be straight cham or branched which contain one or 
more saturated, unsaturated or aromatic ring, 

92. (withdrawn) The dimeric bicyclic peptide of claim 89, wherein the 
hetero atom is selected from the group consisting of N, 0, S, and P, 

93. (withdrawn) The dimeric bicyclic peptide of claim 89, wherein the 
constraint is an amide, ester, disulfide, ihioether, ether, pho^hate, or amine 
group. 

94. (withdrawn) The dimeric bicyclic peptide of claim 89, wherein the 
constraint is formed between an N-terminal amine and a C-terminal carboxyl 
acid function of the peptide. 



Page 11 



PAGE 1 1/19 ' RCVD AT 6/1 3/2005 4:38:42 PM [Eastern Daylight rime] ' S 



JU^, 13.2005 



4:43PM 



CROUiELL & MORING LLP 



NO. 687 



P. 12 



Application No* 09/761,636 

Reply to Office Action of October 14, 2004 



Attorney Docket Nro,:48506US 



95. (withdrawn) The dimeric bicyclic peptide of daim 89, wherein the 
constraint is formed directly via an amide bond between an N-terminal nitrogen 
and a C-terminal carbonyl. 

96. (withdrawn) The dimeric Mcsrdic peptide of claim 89, wherein the 



97. (withdrawn) The dimeric bicydic peptide of claim 96, wherein the 
spacer group is 4-amino carboxylic acid. 

98. (withdrawn) The dimeric bicydic peptide of daim 89, wherein the 
constraint is a covalent bond between side chains of two amino add residues of 
the peptide. 

99. (withdrawn) The dimeric bicydic peptide of daim 89, wherein the 
constraint ie an amide bond between a lysine residue and an aspartic add or 
glutamic add residue, a disulfide bond between two cysteine residues, or a 
thioether bond between a cysteine residue and a 4-halogenated amino add 
residue. 

100. (withdrawn) The dimeric bicydic peptide of claim 99, wherein the 
constraint id a disulfide bond formed between two cystein residues. 

101. (withdrawn) The dimeric bicydic peptide of claim 89, wherein 
residues contributing the side chains may be derived from the loop sequence 
itself, or may be incorporated into or added on to the loop sequence. 



constraint Is formed indirectly via a spacer group. 
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102. (withdrawn) The dimeric bicyclic peptide of claim 89, wherein the 
constraint is an amide bond between a side chain of an amino acid and the C- 
terminal carboxyl or N-terminal amine. 

103. (withdrawn) The dimeric bicyclic peptide of claim 89, wherein 
residue contributing the aide chain may be derived from the loop sequence itself, 
or may be incorporated into or added on to the loop sequence. 
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